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DETAILED ACTION 

RE: Reed 

1 . A request for continued examination under 37 CFR 1 .1 14, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1 .1 14. Applicant's submission filed on 
12/13/2006 has been entered. 

2. Claims 11-14, 16, 20-27, 32-34, 36-37, 44 and 50-66 are pending and under 
examination. 

Response to Arguments 

3. The rejection of claims 11, 13-14, 16, 21-22, 24-27, 32, 34, 36-37, 44 and 50-61 
under 35 U.S.C. 102(b) as being anticipated by Turner et al. (Breast Cancer Research 
and Treatment (Oct. 1997), 46(1): p69, print) is maintained. 

The response states that Turner et al. describes progressively higher 
percentages of overexpression of BAG-1 as breast tissue goes from benign (BBE, 47%) 
to noninvasive breast cancer (DCIS, 80%) to invasive breast cancer (IC, 93%), and in 
contrast, the claims recite that a high level of BAG-1 expression relative to a reference 
level of BAG-1 expression correlates positively with disease-free or overall survival, 
correlates negatively with tumor recurrence or spread, or classifies a patient as being 
less likely to suffer tumor metastasis or having an increased chance of survival (see 
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response page 8, 2 nd paragraph). The response states that Turner et al. concludes that 
"the subcellular location of BAG-1 overexpression may have prognostic importance with 
respect to survival of breast cancer patients" but provides no teaching that 
overexpression of BAG-1 would be prognostic for stage 1 or stage II breast cancer (see 
response page 8, last sentence). The response states that the survival difference of 
cytosolic staining for IC was not statistically significant at p=0.06 (see response page 9, 
2 nd paragraph). The Declaration of Dr. Reed attests that the survival difference of 
cytosolic staining for IC was not statistically significant and Turner et al. failed to show a 
significant correlation of BAG-1 expression in breast cancer cells with patient survival. 

Applicants' arguments have been carefully considered but are not found 
persuasive. The Declaration of Dr. Reed and Exhibit 1 have been carefully considered 
but are insufficient to overcome the instant rejection. Turner et al. explicitly teach that 
the 1 0-year overall survival (OS) and distant disease free survival (DDFS) for breast 
cancer patients with overexpression of BAG-I in invasive carcinoma (IC) specimens was 
75% and 70%, respectively, compared to 62% and 35% for tumors with low cytoplasmic 
BAG-I levels. Therefore, Turner et al. teach the method of correlating the disease-free 
or overall survival of an individual having a breast cancer tumor with the overexpression 
of BAG-1 protein. Because the instant specification teaches stage II of breast cancer 
involves either no lymph node involvement and a large primary tumor or initial lymph 
node involvement and a small primary tumor (see specification, page 25, lines 17-22), 
at least stage II breast cancer recited in the claims is invasive. Therefore, the invasive 
carcinoma in Turner's reference reads on the stage II breast cancer. The declaration of 
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Dr. Reed states that Turner et al. describe the patient survival difference for nuclear 
staining of BAG-1 in benign breast epithelium (BBE) and no patient survival data were 
cited for nuclear BAG-1 expression in cancer cells. To response to this argument, 
whether Turner et al. teach the patient survival difference for nuclear staining of BAG-1 
in cancer cells is immaterial because Turner et al. teach the patient survival difference 
for cytoplasmic staining BAG-1 in cancer cells, and nuclear BAG-1 is not a limitation of 
the claim. The Declaration of Dr. Reed further states that the patient survival difference 
of cytosolic staining of BAG-1 cited in Turner et al. for invasive cancer was not 
statistically significant (p=0.06). This is not found persuasive, because the standard for 
102(b) reference is that the reference must teach every limitation of the claim. While 
the p value in Turner's method is 0.06, this is not a limitation of the claims. Moreover, 
the method described by Turner appears to be the same as one instantly claimed. One 
skilled in the art would expect to obtain the same results, such as p value as Turner et 
al. by performing the method described in the instant claims. Because Turner et al. 
teach all the limitation of the claims, the teachings of Turner et al. anticipate the instant 
inventions. 

4. The rejection of claims 1 1-14, 16, 21-22, 24-27, 32-34, 36-37, 44 and 50-61 
under 35 U.S.C. 103(a) as being unpatentable over Turner et al. (Breast Cancer 
Research and Treatment (Oct. 1997), 46(1): p69, print) in view of Sano et al. (US patent 
NO. 5665539) is maintained. 
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The response states that Turner et al. does not teach or suggest the claimed 
methods for the same reasons set forth above, and Sano et al. does not cure the 
deficiencies of Turner et a., therefore, the claimed methods are unobvious over Turner 
et al. alone or in combination with Sano et al. 

Applicants' arguments have been carefully considered but are not found 
persuasive. The reason that Turner's reference anticipates claims 11, 13-14, 16, 21-22, 
24-27, 32, 34, 36-37, 44 and 50-61 has been set forth above (see paragraph 3). 
Therefore, the claimed methods are obvious in view of the teachings of Turner and 
Sano. 

5. The rejection of claims 11,13-14,16, 20-22, 24-27, 32, 34, 36-37, 44 and 50-66 
under 35 U.S.C. 103(a) as being unpatentable over Turner et al. (Breast Cancer 
Research and Treatment (Oct. 1997), 46(1): p69, print) in view of Sauter et al. (British 
Journal of Cancer, 1997, 76(4): 494-501) is maintained. 

The response states that Turner et al. does not teach or suggest the claimed 
methods for the same reasons set forth above, and Sauter et al. does not cure the 
deficiencies of Turner et a., therefore, the claimed methods are unobvious over Turner 
et al. alone or in combination with Sauter et al. 

Applicants' arguments have been carefully considered but are not found 
persuasive. The reason that Turner's reference anticipates claims 1 1, 13-14, 16, 21-22, 
24-27, 32, 34, 36-37, 44 and 50-61 has been set forth above (see paragraph 3). 
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Therefore, the claimed methods are obvious in view of the teachings of Turner and 
Sauter. 

6. The rejection of claims 11, 13-14, 16, 21-27, 32, 34, 36-37, 44 and 50-61 under 
35 U.S.C. 103(a) as being unpatentable over Turner et al. (Breast Cancer Research 
and Treatment (Oct. 1997), 46(1): p69, print) in view of Takayama et al. (Cancer Res. 
1 998, 58: 31 1 6-31 31 , IDS) is maintained. 

The response states that Turner et al. does not teach or suggest the claimed 
methods for the same reasons set forth above, and Takayama et al. does not cure the 
deficiencies of Turner et a., therefore, the claimed methods are unobvious over Turner 
et al. alone or in combination with Takayama et al. 

Applicants 1 arguments have been carefully considered but are not found 
persuasive. The reason that Turner's reference anticipates claims 11, 13-14, 16, 21-22, 
24-27, 32, 34, 36-37, 44 and 50-61 has been set forth above (see paragraph 3). 
Therefore, the claimed methods are obvious in view of the teachings of Turner and 
Takayama. 

New Grounds of Rejections 

Claim Rejections - 35 USC § 103 

7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 



Application/Control Number: 09/350,518 
Art Unit: 1643 



Page 7 



invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. Claims 11, 13-14, 16, 20-22, 24-27, 32, 34, 36-37, 44 and 50-66 under 35 
U.S.C. 103(a) as being unpatentable over Turner et al. (Breast Cancer Research and 
Treatment (Oct. 1997), 46(1): p69, print) in view of Love (US Patent No. 6,221, 622B1, 
Data of Patent 4/24/2001, earliest effective filing date 4/28/1998). 

This rejection is directed to the claim limitation "detecting the level of BAG-1 
protein expression in tumor cells from a body fluid". 

The teachings of Turner et al. have been set forth before (see office action 
mailed on 10/20/05) as they apply to claims 11, 13-14, 16, 21-22, 24-27, 32, 34, 36-37, 
44 and 50-61 (see paragraph 3 above) 

Love teaches a method of obtaining fluids, marker substances and cellular 
material from single milk ducts in the breasts of a patient for cancer diagnosis (see 
column 3, lines 5-20), wherein the cellular material comprises epithelial cells from the 
lining of the duct, and the epithelial and other cells obtained by the method can be 
morphologically, histochemically, and/or immmunohistochemically examined to 
determine if they are abnormal and to assess the likelihood of a cancer or pre- 
cancerous condition present in the cellular lining of the duct (see column 3, lines 35-45). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to modify the method of Turner et al. to detect BAG-1 in 
ductal fluid instead of in tissue sample for cancer prognosis in view of the teachings of 
Love. One would have been motivated to do so because unlike detecting BAG-1 in 
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tissue sample where the tumor must be first identified by other methods such as 
imaging, and biopsy must be performed, detecting BAG-1 in ductal fluid is non-invasive 
and it provides early cancer detection without the need of imaging the tumor before 
collecting the fluid. Moreover, one of ordinary skill in the art would have a reasonable 
expectation of success to do so because Love teaches how to obtain cellular material 
from milk duct for breast cancer diagnosis and Turner teaches a method of prognosis of 
breast cancer by detecting BAG-1 protein in breast tumor cells. 



Conclusion 

9. No claims are allowed. 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hong Sang whose telephone number is (571) 272 8145. 
The examiner can normally be reached on 8:30am-5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms can be reached on (571) 272-0832. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
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Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Hong Sang, Ph.D. / y / V 

Art Unit 1643 O^W^AV 
Jan. 30, 2007 CHRISTOPHER H.YAEN 

PRIMARY EXAMINER 



